considered for publication. Title 1. The major focus of this study are the poisonings that are reported to the poison center and hence t would be advisable to focus on this word in the title to make the readers aware of the topic at hand. As seen in the US poison center set-up, there are often information calls that are received and answered and it is imperative to differentiate between these types of calls. Abstract 1. Interventions section: this could indeed be a part of the conclusion rather than a separate section as this is not an active intervention that was utilized but rather a study analyzing data from a passive surveillance system. 2. Primary and secondary outcomes could be clearly defined prior to highlighting the results. A suggestion would be to define these in the 'Primary and secondary outcomes' section and include the data in the results section.
Strengths and limitations of the study 1. The authors mention that "The data allowed said trends to be identified over a decade, indicating changes in the demographic associated: however the study only reports the overall proportion of males and the age breakdown (Figure1). Therefore, this might be overstating the inferences that can be drawn from the data.
Background
The background is very succinct and effectively addresses the main topic of the manuscript.
A minor suggestion:
The authors mention in several instances in the background that the literature regarding poisoning incidences in south Asian countries is lacking. From an epidemiological perspective, it would be advisable to replace the word "incidence" as the readers might confuse it with the increasing incidence rate. A pitfall with the use of poison center data is the inability to calculate such measures due to the lack of population level data. It will be helpful to state clearly what the authors imply here is that there is a lack of poisoning surveillance. 2. It would be helpful to be consistent with the terminology for poisonings/enquiries. Were all enquiries poisoning cases? Or could some be merely information calls? It would greatly help to clarify this.
Methods:
1. Ethical approval would be better suited to be at the end of the methods section. 2. Patient and public involvement: Is there a specific reason why this section was included? Generally, such information is implied and does not add significantly to the focus of the manuscript. 3. Data source line 3: This could be very helpful if added to the discussion section. The authors could also compare this to prior literature, not only from Asian countries, to compare and contrast the trends seen in Malaysia and other countries with such poison center networks. 4. While the authors describe the characteristics of the poisonings, is there a specific reason why the clinical features and patient management including the medical outcomes and therapies that were used were not discussed? Medical outcomes could be of special interest to the readers as it is vital to know how sever these cases of poisonings are, especially considering that most here are intentional exposures. This is also in sharp contrast to the information from the US poison centers where most cases are unintentional. 5. While making inferences using the frequencies can be a helpful exploratory analysis, did the authors consider a more detailed analysis of these calls? For example, there could be important differences in the socio-demographic and clinical background characteristics across population. These differences should be used to adjust the frequencies and rates over time and examine whether or not they were predictive. As an example. the authors could account for the region-level differences, which could greatly impact the outcome and better help in the interpretation of the analysis.
Results:
1. As mentioned earlier, the authors should reconsider using the word "incidence" as these estimates are proportions based on the calls received rather than using a papulation based denominator to calculate the incidence. . 2. Page 10 line 51, the authors say the proportion of intentional exposures is 55% and on page 11 line 16 they mention the proportion being 73%. Is this the proportion of intentional cases in males? Please clarify. 3. It is very interesting to note that the most common pharmaceuticals were topical drugs. Considering that the majority of the cases were intentional, it is possible for the authors to see which were the most commonly reported intentional exposure agents? 4. It would be strongly recommended to add a separate table summarizing the demographic characteristics and the most common exposure agents succinctly as currently it is hard to follow the proportions of these variables. 5. Does the database allow for the authors to look at single vs polysubstance exposures? Similarly, does it allow to differentiate between cases of intentional abuse vs self-harm? 6. Minor suggestions: Figure 1 is visually not very clear and would be very helpful to reformat it. Discussion:
1. The authors conclude based on the study that the trends seen may reflect the economic development in Malaysia and it is progressive transition from a country heavily reliant on agriculture to one embracing globalization. However, the discussion lacks an explanation of how this factor might impact the trends and characteristics of the calls received by the poison center, 2. The authors make several statements that might need a potential underlying reason for the understanding of the readers. For example, the poison center did not receive significant number of calls from the general public. Is there a specific reason for that? 3. Have the authors looked at the US poison center based studies? It might be very helpful as there are several studies that look at the characteristics and implications of poison center calls. For example. Page 13 line 18: the authors cite a study published in 2007 from Norway regarding acute child poisonings. I definitely think there are more recent studies that the authors could cite, especially if they are looking at such trends in developed countries. 4. While it is imperative to know the initiatives and challenges of the poison center, it is unclear how such a discussion ties into the study. It would be advisable to restrict this to a few lines and focus on comparing and contrasting the outcomes of this study with the existing data from other countries. 5. The authors might have over-generalized the findings of this study. While the data undoubtedly provides a basis for such efforts in Malaysia itself, important socio-demographic and regulatory differences might exist in different countries and hence the trends observed or the potential impact of these trends might be very different.
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GENERAL COMMENTS
Thank you for your submission. The manuscript highlights an interesting topic, which is telephone inquiries received by poison centers. The large number of cases included is a major strength of this study. However it is sometimes difficult to read and needs some language and grammatical corrections.
Major comments:
-The number of calls received from each state should be detailed by year, in order to evaluate the trend of declarants: this point can be a statistical bias and influence the trend on telephone enquiries.
-Even tough the authors describe the main characteristics of the telephone enquiries received by the National Poison CentreMalaysia, I believe that some extra-informations and analyses about the patients, circumstances, symptoms and patient management are needed. It is written in data source that the PCRF consists of five domains: administrative records, patient background, poisoning information, clinical features and patient management" and that detailed information (page 8 lines 21 to 28) will be obtained by the pharmacists upon receiving an enquiry. As those informations are available, why not evaluate them in order to broaden the content? This could have identified better characteristics of the poisoning cases reported, and highlighted the specificity of poisonings according to the agent of exposure.
-Were poisonings with several agents analysed? Which agent was first accounted in order to run the descriptive analysis?
Minor comments:
-The abstract would be improved by full sentences in all sections -The font has to be homogenized in the manuscript - Figure 1 : "Age categroies" should be corrected, and colors of histogram should be changed so as we can see adverse reactions.
- Figure 2 : "pesticide" should be written "Pesticide" -Page 7, line 16: "Deceber" should be written "December" -";" should be replaced by ":" page 8 line 21, page 10 line 19, page 11 lines 42 & 44 & 51.
-" Table 1 " page 10 line 25 should be erased.
-" Figure 1 and figure 2" page 11 line 21 should be erased.
-"Others including industrial or commercial (2.5 %), natural toxins (2.5 %), substances of abuse (2.2 %), agricultural/garden (1.0 %), food and beverages (0.3 %), and environmental contaminant (0.0%)" : is this a sentence? -Page 11 line 32: "pesticides (28.4%) should be cited before "household/leisure (25.5%). Thanks for allowing me to review this study.
VERSION 1 -AUTHOR RESPONSE Reviewer #1:
We would like to thank the reviewer for these positive comments. We have provided a response to the 4 points made below.
Comment number

Comment
Author response
1
The aim of this study is to describe the trend of different poisoning agents received by the National Poison Centre over 10 years period in Malaysia. This study is interesting and well-written, despite the fact that we can consider that there is no original conclusion that could be drawn.
Comparing to other analysis of calls poisoning centers (European or US studies), we observe that there were few calls from general public (less than 1%). It is unfortunate that there is no information about outcome of patients (at least deceased or alive) or about gravity (using Poisoning Severity Score for example). Notably, a focus on fatal intoxications would be interesting. Moreover, the high percentage of pesticides poisoning deserves to be developed (class of pesticides, pesticides most often involved for example) Thanks for your review. We understand that the current data presented in this manuscript lacks many information. We are aware of the limitations and have taken steps to include all these information as part of our current service. We have acknowledged the limitations in the limitation section of this manuscript. Nevertheless, it should be noted that we cannot compare the service provided in Malaysia to any other developed country because of the limited support and outreach. Besides, there is only one centre for the whole country. We hope that this manuscript will serve as an evidence based for us to improve the documentation of the calls received by the NPC. Table 1 as requested.
3 Figure 1 is a little vague, especially concerning adverse reaction
We agree with the reviewer. Figure 1 has been deleted and replaced with Table 2 , 3, and 4 as requested by other reviewers as well. 4
there is no space between a number and % Space added between numbers and %.
Reviewer #2:
We would like to thank the reviewer for these positive comments. We have provided a response to all the points made by the reviewer.
Comment number
Comment
Author response
1 Title
1.
The major focus of this study are the poisonings that are reported to the poison center and hence would be advisable to focus on this word in the title to make the readers aware of the topic at hand. As seen in the US poison center set-up, there are often information calls that are received and answered and it is imperative to differentiate between these types of calls. Interventions section: this could indeed be a part of the conclusion rather than a separate section as this is not an active intervention that was utilized but rather a study analyzing data from a passive surveillance system. Agree with the reviewer. It was added to meet the format requested by the journal. The paragraph has been added to conclusion as suggested.
3
2. Primary and secondary outcomes could be clearly defined prior to highlighting the results. A suggestion would be to define these in the 'Primary and secondary outcomes' section and include the data in the results section.
The primary and secondary outcomes have been redefined and added as requested.
The primary outcome of this study is to evaluate NPC data for trends in the poisoning exposure calls based on the types and modes of poisoning, over a ten years period. The secondary outcome is to evaluate the characteristics of human exposure cases based on the calls received by NPC.
4
The statement is overstated as mentioned by the reviewer. That sentence has been removed.
Background
1.
A minor suggestion: The authors mention in several instances in the background that the literature regarding poisoning incidences in south Asian
The word "incidence" have been deleted and replaced with "poisoning exposure calls" in the manuscript. This is in line with the recent publication by U.S poison centre in 2018.
An important point highlighted by the author, there is lack of surveillance in the country, which will be highlighted in the limitation of the study. countries is lacking. From an epidemiological perspective, it would be advisable to replace the word "incidence" as the readers might confuse it with the increasing incidence rate. A pitfall with the use of poison center data is the inability to calculate such measures due to the lack of population level data. It will be helpful to state clearly what the authors imply here is that there is a lack of poisoning surveillance.
6
2.
It would be helpful to be consistent with the terminology for poisonings/enquiries. Were all enquiries poisoning cases? Or could some be merely information calls? It would greatly help to clarify this.
Correction on the terminologies were made. Poisoning exposure calls is a standardized terminology being used in recent other studies. Hence, we will adopt that word for this manuscript. Only human exposure calls handled by the NPC team were included in this study. We have excluded enquiries or calls on general information. These points have been added to the method section.
The definition of exposure is placed under methodology section based on reference no8) 7
Methods:
1. Ethical approval would be better suited to be at the end of the methods section.
Ethical approval has been shifted to the end of the method section as requested.
8
Patient and public involvement: Is there a specific reason why this section was included? Generally, such information is implied and does not add significantly to the focus of the manuscript.
The stated information were included due to the requirement of the journal as stated in the submission guidelines. Comment by the reviewer we noted and we have deleted that section from this manuscript.
However, our resubmission to the editorial was rejected and we was requested by the BMJ Open editorial office to add this information again. 4. While the authors describe the characteristics of the poisonings, is there a specific reason why the clinical features and patient management including the medical outcomes and therapies that were used were not discussed? Medical outcomes could be of special interest to the readers as it is vital to know how severe these cases of poisonings are, especially considering that most here are intentional This is a good point raised by the reviewer. Unfortunately, there was no follow up system for each calls received by NPC during the study period. That is the reason we could not provide that data. We have to emphasize that the database during the study period does not contain the clinical features, management and medical outcomes data of the patient. It is being slowly included into practice. This exposures. This is also in sharp contrast to the information from the US poison centers where most cases are unintentional.
will be discussed as part of the limitation of this study, which we consider as a major limitation.
11
5. While making inferences using the frequencies can be a helpful exploratory analysis, did the authors consider a more detailed analysis of these calls? For example, there could be important differences in the socio-demographic and clinical background characteristics across population. These differences should be used to adjust the frequencies and rates over time and examine whether or not they were predictive. As an example. the authors could account for the region-level differences, which could greatly impact the outcome and better help in the interpretation of the analysis.
It is a good suggestion but it is beyond the scope of this study, which is primarily to evaluate the poisoning exposure calls handled by the NPC. This paper will be serve as preliminary research data on poisoning enquiries in Malaysia to enable future study on the regional differences or socio-demographic difference.
12
Results:
1.
As mentioned earlier, the authors should reconsider using the word "incidence" as these estimates are proportions based on the calls received rather than using a papulation based denominator to calculate the incidence.
The term incidence were removed as requested.
13
2. Page 10 line 51, the authors say the proportion of intentional exposures is 55% and on page 11 line 16 they mention the proportion being 73%. Is this the proportion of intentional cases in males? Please clarify.
Results were re-analysed and retabulated. Overall, the proportion of intentional poisoning was 53.8%. By gender stratification, the proportion of males cases of intentional poisoning was 41.9 %. 14 3. It is very interesting to note that the most common pharmaceuticals were topical drugs. Considering that the majority of the cases were intentional, it is possible for the authors to see which were the most commonly reported intentional exposure agents?
For present study, only category of causative agent were being identified as no detailed data on the individual subtypes were investigated.
15
4. It would be strongly recommended to add a separate table summarizing the demographic characteristics and the most common exposure agents succinctly as currently it is hard to follow the proportions of these variables.
Separate table is prepared to describe the baseline characteristics and common exposure agents as requested (Table 2-4).
16
5. Does the database allow for the authors to look at single vs polysubstance exposures? Similarly, does it allow to differentiate between cases of intentional abuse vs self-harm?
These information are not available for further analysis during the study period. We are going to take all these good points into consideration to be added as part of information being collected in the NPC. helpful to reformat it.
18
Discussion:
1. The authors conclude based on the study that the trends seen may reflect the economic development in Malaysia and it is progressive transition from a country heavily reliant on agriculture to one embracing globalization. However, the discussion lacks an explanation of how this factor might impact the trends and characteristics of the calls received by the poison center, Discussion section have been corrected based on major findings in this study. More explanation were given and supported with evidences.
19
The authors make several statements that might need a potential underlying reason for the understanding of the readers. For example, the poison center did not receive significant number of calls from the general public. Is there a specific reason for that?
The calls received were mainly from healthcare professionals seeking for consultation on management of poisoning cases. The telephone number is not heavily promoted among public. To avoid any confusion, we have only included human exposure poisoning from healthcare providers only. 4. While it is imperative to know the initiatives and challenges of the poison center, it is unclear how such a discussion ties into the study. It would be advisable to restrict this to a few lines and focus on comparing and contrasting the outcomes of this study with the existing data from other countries.
We acknowledge the comments by the reviewer. Changes have been made. The initiatives to reduce the number of poisoning cases were highlighted in order to share the types of intervention can be taken to increase awareness on poisoning cases.
22
5. The authors might have overgeneralized the findings of this study. While the data undoubtedly provides a basis for such efforts in Malaysia itself, important socio-demographic and regulatory differences might exist in different countries and hence the trends observed or the potential impact of these trends might be very different.
Corrections were made as requested. Agree with the reviewer's comment. This point have been added as part of the limitation of the study.
Reviewer #3:
We would like to thank the reviewer for these positive comments. We have provided responses to each points raised by the reviewer.
Comment number
Comment
Author response 1 Thank you for your submission. The manuscript highlights an interesting topic, which is telephone inquiries received by poison centers. The large number of cases included is a major strength of this study.
However it is sometimes difficult to read and needs some language and grammatical corrections.
We acknowledge the comment by the reviewer. The language have been edited by a native English speaker and also a professional editor to enhance the understanding and flow of the manuscript.
2
We understand there will be a statistical bias as mentioned by the reviewer. We have made major changes in the objectives and results to highlight the scope of the study. Reply for this point have been given in the comments above given by another reviewer. Information on symptoms and patient management were only started to be collected gradually at the end of the study period. Since the data in the repository stored in not available before that, those information were not included in the current analysis. This is to avoid allowing inaccurate evaluation of the count. This have been highlighted as a major limitation of the study. We have also added a sentence to highlight the changes in PCRF that were made over the years in the method section.
4
Were poisonings with several agents analysed? Which agent was first accounted in order to run the descriptive analysis?
Information on the types of poisoning types have been added separately in Table 4 .
Minor comments:
The abstract would be improved by full sentences in all sections Noted and action have been taken to edit the abstract.
6
The font has to be homogenized in the manuscript Correction made. Times News Roman size 12 were used.
7 Figure 1 : "Age categroies" should be corrected, and colors of histogram should be changed so as we can see adverse reactions. "Pesticide"
